Introduction

33
Cataract is defined as an opacity of the crystalline lens resulting in refractive index variation 34 frequently caused by an abnormal intra-cellular aggregation of high-molecular-weight proteins.
35
Cataract impairs visual acuity and circadian photoreception via the photosensitive retinal ganglion 36 cells [1] .
37
The World Health Organization (WHO) describes cataract as the major cause of blindness 38 throughout the world, affecting 16 million people worldwide, particularly in developing 39 countries [2] . The prevalence of congenital cataract (CC) is estimated to be 1-6 cases per 10,000 live 40 births in developed countries, and 5-15 cases per 10,000 in the underdeveloped countries [3] .
41
Inherited cataracts represent a major contribution to congenital cataracts [4] [5] [6] 
75
Evidence for causative effects of circadian clock disruption on aging, cancer and other phenotypes 76 has also been provided by many other studies [40] [41] [42] .
77
In the current study we aimed to identify the novel variants in the BMAL1 gene associated the CC 
Materials and Methods
80
Subjects
81
The patients were recruited at the pediatric ophthalmology department of Al-Shifa Eye Trust 
90
PCR and Sanger Sequencing
91
Genomic DNA of the probands (n=21) of the consanguineous cataract families were analysed using 92 PCR. PCR products were analyzed on 2% agarose gels followed by Sanger sequencing using ABI
93
BigDye chemistry (Applied Biosystems Inc., Foster City, CA, USA), and were processed through an 
121
analysis was performed but the variant did not segregate with the disease phenotype ( Figure 1A) .
122
In addition, we detected a nonsynonymous variant (rs2290037) in intron 7 in n = 5 probands with a
123
higher allele frequency 0.06626 (15570/234984 individuals).
124
The current study was performed to evaluate the role of BMAL1 variants in the pathogenesis of CC.
125
The identified heterozygous variant c.41A>T; p. (Asp14Val) 
148
Since our cohort of patients was relatively small, we cannot fully exclude the involvement of BMAL1
149
in human aging and/or cataract. There is also a remote possibility that the observed phenomenon is 150 specific for mice only. Therefore, we recommend to perform mutation analysis in circadian clock 
